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2QFRORJ\ DQG +HPDWRORJ\ ,1&/,9$ %LRPHGLFDO 5HVHDUFK ,QVWLWXWH +RVSLWDO &OtQLFR
8QLYHUVLWDULR GH 9DOHQFLD &,%(521& 9DOHQFLD 6SDLQ 'HSDUWPHQW RI 2QFRORJ\
6HJDO &DQFHU &HQWUH -HZLVK *HQHUDO +RVSLWDO 0F*LOO 8QLYHUVLW\ 0RQWUHDO &DQDGD
'HSDUWPHQW RI 0HGLFDO 2QFRORJ\ 7KH 3ULQFHVV 0DUJDUHW &DQFHU &HQWUH 7RURQWR
&DQDGD 0HGLFDO 2QFRORJ\ 'HSDUWPHQW ,QVWLWXW GH &DQFpURORJLH GHV +RVSLFHV &LYLOV
GH /\RQ &,72+/ 8QLYHUVLWp /\RQ  /\RQ )UDQFH 'HSDUWPHQW RI *\QHFRORJLF
2QFRORJ\DQG5HSURGXFWLYH0HGLFLQH8QLYHUVLW\RI7H[DV0'$QGHUVRQ&DQFHU&HQWHU
+RXVWRQ 7H[DV 86$ 'LYLVLRQ RI 0HGLFDO 2QFRORJ\ 8QLYHUVLW\ RI &RORUDGR &DQFHU
&HQWHU$XURUD&RORUDGR86$6FKRRORI%LRVFLHQFHV8QLYHUVLW\RI.HQW&DQWHUEXU\
8.&OLQLFDO3'%LRPDUNHU*URXS7KH,QVWLWXWHRI&DQFHU5HVHDUFK6XWWRQ8.8.
,0(' $VWUD=HQHFD &DPEULGJH 8. ,0(' $VWUD=HQHFD 0DVVDFKXVHWWV 86$
'LYLVLRQ RI 0HGLFDO 2QFRORJ\ 7KH 1HWKHUODQGV &DQFHU ,QVWLWXWH $PVWHUGDP DQG

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7HUPLQRORJ\ &ULWHULD IRU $GYHUVH (YHQWV FW'1$ FLUFXODWLQJ IUHH '1$ ' GD\ '/7
GRVHOLPLWLQJWR[LFLW\(&*HOHFWURFDUGLRJUDP(5HVWURJHQUHFHSWRUSRVLWLYH+(5
KXPDQ HSLGHUPDO JURZWK IDFWRU UHFHSWRU SRVLWLYH ,QW LQWHUPLWWHQW ,45 LQWHUTXDUWLOH
UDQJH07'PD[LPXPWROHUDWHGGRVH1$QRWDYDLODEOH3'SKDUPDFRG\QDPLFV3,.
SKRVSKDWLG\OLQRVLWRONLQDVH 3. SKDUPDFRNLQHWLFV 3R0 SURRI RI PHFKDQLVP 353
SODWHOHWULFKSODVPD5(&,675HVSRQVH(YDOXDWLRQ&ULWHULDLQ6ROLG7XPRXUV6'VWDQGDUG


































 'RVH HVFDODWLRQ ZDV FRQGXFWHG ZLWKLQ VHSDUDWH FRQWLQXRXV DQG LQWHUPLWWHQW 
GD\VZHHN >@ RU  GD\VZHHN >@ VFKHGXOHV ZLWK VDIHW\ SKDUPDFRNLQHWLF DQG




Q Q DQGQ VFKHGXOHVUHVSHFWLYHO\'RVHOLPLWLQJWR[LFLWLHVZHUH
UDVK DQG GLDUUKHD IRU FRQWLQXRXV K\SHUJO\FHPLD IRU  DQG QRQH IRU  &RPPRQ
DGYHUVH HYHQWV ZHUH GLDUUKHD  DQG QDXVHD  DQG IRU &7&$( JUDGH 
HYHQWV K\SHUJO\FHPLD  7KH UHFRPPHQGHG 3KDVH  GRVH  PJ ELG 
LQWHUPLWWHQW ZDV DVVHVVHG LQ PIK3CAPXWDQW EUHDVW DQG J\QHFRORJLF H[SDQVLRQ
FRKRUWVDQGRISDWLHQWVUHVSHFWLYHO\VKRZHGDUHGXFWLRQLQWXPRUVL]HZLWK
5(&,67 UHVSRQVHVRIDQG7KHVH UHVSRQVHVZHUH OHVV WKDQ WKHSUHVSHFLILHG
 UHVSRQVH UDWH WKHUHIRUH WKH FULWHULD WR VWRS IXUWKHU UHFUXLWPHQW WR WKH 3,.&$
FRKRUWZHUHPHW
 
&RQFOXVLRQV $W WKH UHFRPPHQGHG 3KDVH  GRVH $=' ZDV ZHOO WROHUDWHG DQG
DFKLHYHG SODVPD OHYHOV DQG UREXVW WDUJHW PRGXODWLRQ LQ WXPRUV 3URRIRIFRQFHSW







$=' LV D SRWHQW VHOHFWLYH LQKLELWRU RI $.7 D NH\ QRGH LQ WKH 3,.$.7P725
SDWKZD\ WKDW LV DFWLYDWHG LQDZLGH UDQJHRIPDOLJQDQFLHV In vivo$=' LQKLELWHG
WXPRU JURZWK LQ [HQRJUDIW PRGHOV 3UHFOLQLFDOO\ VHQVLWLYLW\ WR $=' KDV EHHQ
VWURQJO\ UHODWHG WR WKHSUHVHQFHRIPIK3CAPXWDWLRQVZKLFKDUH UHODWLYHO\FRPPRQ LQ
EUHDVW DQG J\QHFRORJLF FDQFHUV 2XU VWXG\ WKH ILUVWLQKXPDQ VWXG\ RI $='
VKRZHGWKDWDWDQLGHQWLILHGUHFRPPHQGHG3KDVHGRVH$='ZDVZHOOWROHUDWHG
DQGDFKLHYHGSODVPD OHYHOVDQG UREXVW WDUJHWPRGXODWLRQ LQ WXPRUV7KHVWXG\ LVDOVR
WKH ILUVW UHSRUW RI D ELRPDUNHUVWUDWLILHG FRKRUW PIK3CA PXWDWLRQV LQ EUHDVW DQG
J\QHFRORJLF FDQFHUV RI SDWLHQWV WUHDWHG ZLWK DQ $.7 LQKLELWRU 5HVXOWV VXJJHVW WKDW
IXWXUHHIIRUWVLQGHYHORSLQJWKLVFODVVRIGUXJVIRUWKHWUHDWPHQWRIVROLGWXPRUVLQFOXGLQJ











$.7 LV D VHULQHWKUHRQLQH SURWHLQ NLQDVH WKDW IXQFWLRQV DV D NH\ QRGH LQ WKH
SKRVSKDWLG\OLQRVLWRONLQDVH 3,.$.7QHWZRUN DOVRNQRZQDV WKH3,.$.7P725
SDWKZD\ ZLWK D IXQGDPHQWDO UROH LQ FHOO VXUYLYDO DQG SUROLIHUDWLRQ  $.7 LV RYHU
H[SUHVVHG RU DFWLYDWHG LQ D ZLGH UDQJH RI VROLG DQG KHPDWRORJLF PDOLJQDQFLHV DQG
DEHUUDQW $.7 VLJQDOLQJ LV DOVR DVVRFLDWHG ZLWK UHVLVWDQFH WR HVWDEOLVKHG FDQFHU
WKHUDSLHVDVZHOODVDGYDQFHGGLVHDVHDQGRUSRRUSURJQRVLV

$=' LVDSRWHQWVHOHFWLYH LQKLELWRURI WKHNLQDVHDFWLYLW\RIDOO WKUHH$.7LVRIRUPV
$.7  DQG   In vitro $=' LQKLELWHG WXPRU FHOO SUROLIHUDWLRQ DQG
SKRVSKRU\ODWLRQRIWKH$.7VXEVWUDWHV35$6DQG*6.ȕDVZHOODVWKHGRZQVWUHDP
SDWKZD\SURWHLQ6 In vivo$=' LQKLELWHG WXPRUJURZWK LQ[HQRJUDIWPRGHOVDQG
UHPDLQHGSKDUPDFRG\QDPLFDOO\DFWLYHIRUDW OHDVWKRXUV3UHFOLQLFDOO\VHQVLWLYLW\





:H UHSRUW WKH ILUVWLQKXPDQ VWXG\ RI $=' ZKLFK HYDOXDWHG VDIHW\
SKDUPDFRNLQHWLFV 3. DQG SKDUPDFRG\QDPLFV 3' LQ WKUHH VFKHGXOHV DQG










ZLWK DGYDQFHG VROLG PDOLJQDQFLHV 6WXG\  1&7 6XSSOHPHQWDU\ )LJXUH 
3DUWV $ DQG % ZHUH UHVSHFWLYHO\ WKH GRVHHVFDODWLRQ DQG H[SDQVLRQ SKDVH 3DUW &
IRFXVHGRQDQH[SDQVLRQFRKRUWRISDWLHQWVZLWKDPIK3CAWXPRUPXWDWLRQ$QDGGLWLRQDO






(5 RU KXPDQ HSLGHUPDO JURZWK IDFWRU UHFHSWRU  SRVLWLYH +(5 EUHDVW FDQFHU
EDVHG RQ ORFDO WHVWLQJ  RU J\QHFRORJLF RYDULDQ FHUYLFDO RU HQGRPHWULDO FDQFHU
ZLWK DQ\ PIK3CA PXWDWLRQ GHWHFWHG E\ ORFDO RU FHQWUDO WHVWLQJ DQG DW OHDVW RQH
PHDVXUDEOH OHVLRQ $GGLWLRQDOO\ IRU 3DUW & ZKHUH NQRZQ RWKHU VROLG WXPRUV LH QRW

















Part A – dose escalation 
&RKRUWVRI±XQVHOHFWHGSDWLHQWVUHFHLYHGDVLQJOHVWDUWLQJGRVHRIPJRI$='
DQGDIWHUD WRGD\ZDVKRXW$=' WZLFHGDLO\ ELG7KHGRVLQJF\FOHZDV
GD\V H[FOXGLQJ WKH UXQLQ GRVH 8SRQ UHDFKLQJ D FRQWLQXRXV GRVH FRQVLGHUHG











Part C – expansion in PIK3CA-mutant patients 
7ZRFRKRUWVRISDWLHQWVZLWKPIK3CAPXWDQW(5RU+(5EUHDVWFDQFHUV&EFRKRUW
RU J\QHFRORJLF FDQFHUV &J FRKRUW UHFHLYHG WKH UHFRPPHQGHG GRVH DQG VFKHGXOH









 7KH ORFDO HWKLFV FRPPLWWHH RU LQGHSHQGHQW UHYLHZ ERDUG DW HDFK LQYHVWLJDWRU VLWH





DFFRUGLQJ WR &RPPRQ 7HUPLQRORJ\ &ULWHULD IRU $GYHUVH (YHQWV &7&$( YHUVLRQ 
6HULDOYHQRXVEORRGVDPSOHVIRU3.DVVHVVPHQWRI$='LQSODVPDZHUHWDNHQXS
WRKRXUVSRVWGRVHLQ3DUW$DQGXSWRZHHNDIWHUWKHODVWGD\RIZHHNO\GRVLQJLQ
3DUW % (YDOXDWHG 3. SDUDPHWHUV LQFOXGHG DUHD XQGHU WKH SODVPD FRQFHQWUDWLRQ±WLPH
FXUYH $8&PD[LPXPSODVPDFRQFHQWUDWLRQ &PD[ WLPH WR&PD[ WPD[ DQGDSSDUHQW
WHUPLQDOKDOIOLIHW

%ORRG VDPSOHV ZHUH REWDLQHG DW VFKHGXOHG WLPH SRLQWV WR DVVHVV FKDQJHV LQ 3'
ELRPDUNHUV RI $.7 LQKLELWLRQ VXFK DV S*6.ȕ DQG S35$6 LQ 353 XVLQJ VROLG
SKDVH HQ]\PHOLQNHG LPPXQRVRUEHQW 0HVRVFDOH 'LVFRYHU\ PXOWLSOH[ DVVD\V 3DLUHG
WXPRU ELRSVLHV SUH DQG RQ WUHDWPHQW IURP FRQVHQWLQJ SDWLHQWV SDUWLFLSDWLQJ LQ WKLV
VWXG\ DQG LQ D VWXG\ RI $=' LQ -DSDQHVH SDWLHQWV 6WXG\  1&7 





 'HWDLOV RQ WKH FROOHFWLRQ DQG DQDO\VLV RI 353 DQG WXPRU WLVVXH VDPSOHV DQG
PXWDWLRQ DQDO\VHV LQ WLVVXH DQG FLUFXODWLQJ IUHH '1$ FW'1$ DUH GHVFULEHG LQ WKH
VXSSOHPHQWDU\PDWHULDO







$OO SDWLHQWV ZKR UHFHLYHG  GRVH RI $=' ZHUH LQFOXGHG LQ WKH VDIHW\ DQDO\VHV
6DIHW\DQGWROHUDELOLW\ZHUHDVVHVVHG LQ WHUPVRI$(VVHULRXV$(VGHDWKV ODERUDWRU\
GDWDYLWDOVLJQVHOHFWURFDUGLRJUDP(&*FKDQJHVOHIWYHQWULFXODUHMHFWLRQIUDFWLRQDQG
DEQRUPDOLWLHV RI JOXFRVH PHWDEROLVP $OO SDWLHQWV ZKR SURYLGHG DSSURSULDWH VDPSOHV
ZHUH DVVHVVHG IRU 3. DQG 3' 6WDQGDUG QRQFRPSDUWPHQWDO 3. SDUDPHWHUV ZHUH
FDOFXODWHG XVLQJ 3KRHQL[¥ :LQ1RQOLQ YHUVLRQ  VRIWZDUH 0RGHOLQJ DQG VLPXODWLRQ
ZHUHDSSOLHGWRHPHUJLQJVDIHW\3.DQG3'GDWD WRSURYLGHDQXQGHUVWDQGLQJRIDQ\
GRVH H[SRVXUH±UHVSRQVH UHODWLRQVKLSV DQG WR VXSSRUW GRVHHVFDODWLRQ DQG GRVLQJ
VFKHGXOH GHFLVLRQV 3UHFOLQLFDO 3. 3' DQG HIILFDF\ GDWD ZHUH XVHG WR GHILQH 3R0
WKUHVKROGV IRU WKH UHGXFWLRQ RI SKRVSKRU\ODWLRQ RI *6.ȕ DQG 35$6 WR SURYLGH
FRQILGHQFH WKDW RQWDUJHW 3R0 ZDV DFKLHYHG DW WROHUDEOH GRVHV GHVFULEHG LQ WKH
VXSSOHPHQWDU\PDWHULDO

7KHSUHGHILQHG IRUPDO WULJJHU LQ3DUW& WRVWRS WKHVWXG\ IRU IXWLOLW\ZDV IRXURU IHZHU








7KLV VWXG\ ZDV VSRQVRUHG E\ $VWUD=HQHFD 7KH VWXG\ IXQGHU $VWUD=HQHFD SURYLGHG
RUJDQL]DWLRQDO VXSSRUW REWDLQHG GDWD GLG WKH DQDO\VHV DQG KDG D UROH LQ GDWD
LQWHUSUHWDWLRQDQGZULWLQJRI WKHPDQXVFULSW$OODXWKRUVKDGDFFHVV WRVWXG\GDWD7KH










WKH FRQWLQXRXV  DQG  LQWHUPLWWHQW VFKHGXOHV UHVSHFWLYHO\ 3DWLHQW GHPRJUDSKLF
DQGEDVHOLQHFOLQLFDOFKDUDFWHULVWLFVDUHVKRZQ LQ7DEOH7KHPRVWFRPPRQFDQFHUV
ZHUHUHFWDOFRORUHFWDO%\WKHWLPHRIWKHILQDODQDO\VLVDOOSDWLHQWVKDGFHDVHG
VWXG\ PHGLFDWLRQ PRVW FRPPRQO\ IRU SURJUHVVLRQ RI WKH GLVHDVH XQGHU LQYHVWLJDWLRQ

 









DQG PJELG Q  FRKRUWV KRZHYHU EDVHGRQ WKHSUHVHQFHRI FKURQLF WR[LFLWLHV
VXFK DV UDVK DQG GLDUUKHD REVHUYHG RXWVLGH WKH ILUVW GD\ F\FOH '/7 ZLQGRZ WKH
ORZHUGRVHRIPJELGZDVFRQVLGHUHGWROHUDEOHDQGDSSURSULDWHIRUFKURQLFXVHZLWK
 GRVLQJ ,Q WKH  LQWHUPLWWHQW GRVLQJ VFKHGXOH DW  PJ ELG  SDWLHQWV KDG
'/7VWZRHYHQWVRIJUDGHK\SHUJO\FHPLDDQGRQHRIJUDGHK\SHUJO\FHPLDDJDLQ










7KH PRVW IUHTXHQWO\ UHSRUWHG $(V DFURVV DOO GRVLQJ VFKHGXOHV ZHUH JDVWURLQWHVWLQDO
HYHQWV GLDUUKHD YRPLWLQJQDXVHD 7DEOH*UDGH$(VZHUHH[SHULHQFHGE\
SDWLHQWVPRVWFRPPRQO\K\SHUJO\FHPLDQ GLDUUKHDQ DQG
PDFXORSDSXODU UDVK Q  6XSSOHPHQWDU\7DEOH2YHUDOO SDWLHQWV 
KDG DQ $( OHDGLQJ WR GLVFRQWLQXDWLRQ WKH PRVW FRPPRQ  ZHUH GLDUUKHD 
PDFXORSDSXODU UDVK  DQG GHK\GUDWLRQ  $(V OHDGLQJ WR GRVH LQWHUUXSWLRQ RU




PXOWLSOH GRVLQJ LQ WKH PDMRULW\ RI SDWLHQWV  *UDGH  HOHYDWLRQV ! PPRO/
ZHUHVHHQ LQSDWLHQWV 1RRWKHUFOLQLFDOO\ LPSRUWDQW WUHQGVZHUHREVHUYHG LQ
ODERUDWRU\SDUDPHWHUVYLWDOVLJQVSK\VLFDOILQGLQJVRU(&*FKDQJHV






 PJ GRVH LQ WKH  VFKHGXOH ZHUH &PD[  QJP/ PLQLPXP SODVPD


FRQFHQWUDWLRQ &PLQ  QJP/ DQG $8&  QJāKP/ ,QWHUPLWWHQW GRVH VFKHGXOHV
H[FHHGHG WKH SUHGLFWHG HIILFDFLRXV &PLQ HVWLPDWHG IURP [HQRJUDIW WXPRUV
VXSSOHPHQWDU\ PDWHULDO  7KH PHDQ IUDFWLRQ RI WKH $=' GRVH H[FUHWHG
XQFKDQJHG LQ XULQH UDQJHG IURP  WR  &KDQJHV LQ 35$6 DQG *6.ȕ







$GGLWLRQDO REVHUYDWLRQV LQGLFDWLQJ 3' DFWLYLW\ RI $=' LQFOXGHG DQ LQFUHDVH LQ






Proof of target engagement in tumor tissue 
(YDOXDEOHSDLUHGWXPRUELRSVLHVIURPSDWLHQWVQLQHIURPWKHFXUUHQWVWXG\>6WXG\
1&7@ DQG WKUHH IURP 6WXG\  $VWUD=HQHFD VWXG\ '&
>1&7@ ZKR UHFHLYHGD UDQJHRIGRVHVDQGVFKHGXOHVZHUHHYDOXDWHG WR
DVVHVV 3R0 2YHU  LQKLELWLRQ RI S35$6 ZDV VHHQ LQ  SDLUHG ELRSVLHV DQG
! GHFUHDVH LQ S*6.ȕ ZDV REVHUYHG LQ  SDLUHG ELRSVLHV  VDPSOHV PHW
ERWK HQGSRLQWV )LJXUH $ DQG % 6XSSOHPHQWDU\ 7DEOH  'RZQUHJXODWLRQ RI 3'




%7F [HQRJUDIWV JURZQ LQ QXGH PLFH DW D GRVH WKDW UHVXOWHG LQ VLJQLILFDQW WXPRU
JURZWK LQKLELWLRQ 6XSSOHPHQWDU\ )LJXUH  $=' WUHDWPHQW DOVR LQFUHDVHG
SKRVSKRU\ODWLRQ OHYHOVRI$.7 FRQVLVWHQWZLWK$73FRPSHWLWLYHPHFKDQLVPRIDFWLRQ
LQKLELWHG SKRVSKRU\ODWLRQ RI (%3 DQG UHVXOWHG LQ LQKLELWLRQ RI )R[R QXFOHDU
WUDQVORFDWLRQ)LJXUH$,QWKHILYHSDWLHQWVWUHDWHGZLWKWKHUHFRPPHQGHG3KDVH
GRVHDQGVFKHGXOH PJELG LQWHUPLWWHQW WKHDYHUDJHSHUFHQWDJHGHFUHDVH
IURP EDVHOLQH IRU S35$6  DQG S*6.E  H[FHHGHG WKH 3' UHVSRQVH
UHTXLUHGIRUSUHFOLQLFDOHIILFDF\)LJXUH%

Recommended Phase 2 dose  
%DVHGRQSUHFOLQLFDOPRGHOVWKHWURXJKSODVPDFRQFHQWUDWLRQVDFKLHYHGDWWKHWROHUDEOH































 DQG   VKRZHG D UHGXFWLRQ LQ VL]H RI WKHLU WXPRUV LQ WKH &E DQG &J
FRKRUWV UHVSHFWLYHO\ )LJXUH % 7KH FRUUHVSRQGLQJ FRQILUPHG 5(&,67 UHVSRQVHV DW
ILQDO DQDO\VLV ZHUH   DQG   UHVSHFWLYHO\ 7KH REVHUYDWLRQV DW WKH
LQWHULP DVVHVVPHQW VFKHGXOHG ZKHQ  SDWLHQWV KDG EHHQ GRVHG DQG KDG WKH
RSSRUWXQLW\WRUHDFKZHHNVRIWUHDWPHQWIRUHDFKFRKRUWVKRZHGD5(&,67UHVSRQVH
UDWHRIIRUDVLQJOHDJHQWDQGWKHUHIRUHPHWWKHFULWHULDWRVWRSIXUWKHUUHFUXLWPHQW
5HVXOWV RI PIK3CA PXWDWLRQDO DQDO\VLV LQ WLVVXH DQG FW'1$ DQG RWKHU H[SORUDWRU\













VLQJOHDJHQW DFWLYLW\ RI$=' LQ SRSXODWLRQVRI SDWLHQWVZKR KDGPHWDVWDWLF EUHDVW
DQGJ\QHFRORJLFFDQFHUVZLWKPIK3CA PXWDWLRQV





FDVHV RI VNLQ UDVK DQG GLDUUKHD ZHUH VHOIOLPLWLQJ DQG UHFRYHUHG RQFH WUHDWPHQW
VWRSSHG7KHVH$(VKDYHEHHQQRWHGLQ3KDVHVWXGLHVRIRWKHU$.7LQKLELWRUVVXFK
DV WKH DOORVWHULF LQKLELWRU 0. RU NLQDVH LQKLELWRUV VXFK DV *6. DQG
LSDWDVHUWLE *'&   +\SHUJO\FHPLD GHYHORSPHQW ZDV DFXWH DQG




QXPEHU RI SDWLHQWV ZLWK K\SHUJO\FHPLD ZHUH WUHDWHG ZLWK PHWIRUPLQ DFFRUGLQJ WR D
SURWRFROGHILQHG DOJRULWKP KRZHYHU WKH HIILFDF\ RI WKLV LQWHUYHQWLRQ UHTXLUHV IXUWKHU
VWXG\







FKDQJHV LQ WXPRU WLVVXH ZDVGRQH &ROOHFWLYHO\ WKH WR[LFLW\3. DQG3'GDWD FULWLFDO
DVSHFWVRIWKHSKDUPDFRORJLFDXGLWWUDLOKDYHEHHQXVHGWRVHOHFWWKHGRVHRI
PJ ELG LQWHUPLWWHQW IRU3DUW&H[SDQVLRQ DQGDV WKH UHFRPPHQGHG3KDVH  GRVH
DQGVFKHGXOHRI$='PRQRWKHUDS\

3URRIRISULQFLSOH UHVSRQVHVZHUH REVHUYHG LQ WKHGRVHHVFDODWLRQSKDVHRIRXU VWXG\
HJ PIK3CA (. PXWDQW FHUYLFDO FDQFHU :LWKLQ WKH PIK3CA H[SDQVLRQ FRKRUWV D
QXPEHURISDWLHQWVVKRZHGUHJUHVVLRQRIWKHLUWXPRUVLQEUHDVWFDQFHUDQGLQ
J\QHFRORJLF FDQFHUV )LJXUH % +RZHYHU WKH 5(&,67 UHVSRQVH UDWHV LQ WKH WZR
H[SDQVLRQ FRKRUWV RI SDWLHQWV ZLWK PIK3CA PXWDWLRQV LQ (5 EUHDVW FDQFHU DQG
J\QHFRORJLF FDQFHUV ZHUH PRGHVW  DQG  UHVSHFWLYHO\ 6HYHUDO FRQVLGHUDWLRQV
VKRXOG EH PDGH PIK3CA PXWDWLRQDO VWDWXV FDQ µFKDQJH¶ XSRQ GLVHDVH UHFXUUHQFH
VXSSOHPHQWDU\ PDWHULDO DQG 6XSSOHPHQWDU\ )LJXUH  UHIOHFWLQJ LQWUDWXPRUDO
KHWHURJHQHLW\ DQG FORQDO VHOHFWLRQ   DQG VWXGLHV RQ WKH UROH RI PIK3CA DV D





SRVLWLYH EUHDVW DQG J\QHFRORJLF FDQFHUV DV D VLQJOH DJHQW )RU H[DPSOH PIK3CA
PXWDWLRQVZHUHQRW D UHTXLUHPHQWZKLOH HYDOXDWLQJ WKH$.7 LQKLELWRU SHULIRVLQHZKLFK
XQGHUZHQW 3KDVH  WULDOV LQ EUHDVW FDQFHU DQG VKRZHG  UHVSRQVHV  RU WKH
DOORVWHULF$.70. LQEUHDVWFDQFHU UHVSRQVHVDQGHQGRPHWULDOFDQFHU











UHVLVWDQFH DQG FRPELQDWLRQ WKHUDS\ LV DOPRVW LQHYLWDEO\ QHFHVVDU\   )RU
H[DPSOH WKHDSSURYHG3,.SDWKZD\P725 LQKLELWRUHYHUROLPXVKDGPRGHVWFOLQLFDO
HIILFDF\ ZKHQ XVHG DV D VLQJOH DJHQW LQ EUHDVW FDQFHU  :H FRQVLGHU WKH WXPRU
VKULQNDJHFDXVHGE\$='DVDVLQJOHDJHQW LQDVLJQLILFDQWQXPEHURISDWLHQWV LQ
WKH PIK3CAPXWDQW FRKRUWV WR EH DQ HQFRXUDJLQJ SURRI RI FRQFHSW DQG WKH EDVLV IRU
HYDOXDWLRQRIWKHGUXJLQFRPELQDWLRQWKHUDS\2XU3KDVHVWXG\KDVRSWLPL]HGPXOWLSOH
LQWHUPLWWHQW UHJLPHQV LQ RUGHU WRSURYLGH IOH[LELOLW\ LQ WKH XVH RI VXFK D QRYHO DJHQW LQ
FRPELQDWLRQZLWKPXOWLSOHVWDQGDUGRIFDUHRUH[SHULPHQWDODJHQWV

&RPELQDWLRQ RI $.7 LQKLELWRUV ZLWK FKHPRWKHUDS\ LV K\SRWKHVL]HG WR DEURJDWH DQWL
DSRSWRWLFHIIHFWVRIDFWLYDWLRQRI$.7IROORZLQJWUHDWPHQWZLWKFKHPRWKHUDSHXWLFDJHQWV
VXFK DV FLVSODWLQ DQG SDFOLWD[HO &RPELQDWLRQV RI $.7 LQKLELWRUV ZLWK WDUJHWHG DJHQWV
LQFOXGH FRPELQDWLRQV ZLWK 0(. LQKLELWRUV WR RYHUFRPH IHHGEDFN VLJQDOLQJ ORRSV




7R FRQFOXGH RXU UHVHDUFK LGHQWLILHG DQ RSWLPDO GRVH DQG VFKHGXOH IRU XVH LQ
VXEVHTXHQWPXOWLSOH3KDVHVWXGLHVHYDOXDWLQJ$='HJ$='LQFRPELQDWLRQ









7KLV VWXG\ 6WXG\  1&7 ZDV VSRQVRUHG E\ $VWUD=HQHFD $=' ZDV
GLVFRYHUHGE\$VWUD=HQHFDVXEVHTXHQWWRDFROODERUDWLRQZLWK$VWH[7KHUDSHXWLFVDQG
LWVFROODERUDWLRQZLWKWKH,QVWLWXWHRI&DQFHU5HVHDUFKDQG&DQFHU5HVHDUFK7HFKQRORJ\
/LPLWHG :H WKDQN -DPHV 6KHUZRRG $VWUD=HQHFD IRU SHUIRUPLQJ WKH 6HTXHQRP
















































































































































































































































































































































































































































































































































































































































































































































FKDQJH DQG UDQNLQJ LV FRQGXFWHG IRU HDFK ELRPDUNHU VHSDUDWHO\ ; LQGLFDWHV PLVVLQJ GDWD %








ELRSVLHV IURP  SDWLHQWV E\ LPPXQRKLVWRFKHPLVWU\ % 3R0 RQ WXPRU SDLUHG
ELRSVLHV IRU S35$6 DQG S*6.E DV SUR[LPDO LQGLFDWRUV RI $=' WDUJHW
HQJDJHPHQWDQGWKHUHIRUHVHOHFWHGDVWKHNH\3R0PDUNHUV
$7RWDO+VFRUHV IRUHYDOXDEOHSDLUVDUHVKRZQ IRUHDFKELRPDUNHU DYHUDJHRIQRQFRQVHFXWLYH










)LJXUH  :DWHUIDOO SORWV RI EHVW SHUFHQWDJH FKDQJH LQ WDUJHW OHVLRQ VL]H IURP
EDVHOLQH LQ SDWLHQWV IURP $ 3DUWV $ DQG % DQG % 3DUW & ZLWK DVVRFLDWHG
PROHFXODUGDWD
$ ([SORUDWRU\ PXWDWLRQ DQDO\VLV E\ 6HTXHQRP LQ SDWLHQWV ZKR SURYLGHG VXLWDEOH DUFKLYDO WXPRU
WLVVXH ZKR KDG EDVHOLQH WXPRU DVVHVVPHQW DQG IRU ZKRP EHVW SHUFHQWDJH FKDQJH FRXOG EH
FDOFXODWHG 0XWDWLRQV RI SRWHQWLDO LQWHUHVW LQ UHODWLRQVKLS WR PRGXODWLRQ RI UHVSRQVH WR $=' RU
NQRZQ RQFRJHQLF GULYHUV DUH VKRZQ 7KH AKT1 PXWDWLRQ GHWHFWHG LQ RQH SDWLHQW ZDV 4; %
3URJUHVVLRQIUHH VXUYLYDO 3)6 PIK3CAPXWDWLRQ VWDWXV E\ ORFDO WHVWLQJ WLVVXH FHQWUDO WHVWLQJ
FREDV3&5WLVVXHDQGSODVPDDQG37(1VWDWXVLPPXQRKLVWRFKHPLVWU\WLVVXHDUHVKRZQ2QO\
SDWLHQWV ZLWK EDVHOLQH WXPRU DVVHVVPHQW DQG PHDVXUDEOH GLVHDVH DQG IRU ZKRP EHVW SHUFHQWDJH
FKDQJH FRXOG EH FDOFXODWHG DUH LQFOXGHG LQ WKH SORW 7KH W\SH RI WLVVXH XVHG IRU FHQWUDO DQG
H[SORUDWRU\ DVVHVVPHQW LV LQGLFDWHG 0 PHWDVWDWLF 3 SULPDU\ $GGLWLRQDO H[SORUDWRU\ GDWD RQ






































































Int AZD5363 640 mg 2/7
Int AZD5363 800 mg 2/7
Int AZD5363 480 mg 4/7




















































































































C0 D1 0h C0 D1 1h C0 D1 4h C0 D1 8h
Time post-dose (hours)
Time post-dose (hours)










































































































































































































































320 mg cont 800 mg 2/7480 mg 4/7360 mg cont
































1.   Clear-cell renal carcinoma
2.   Colorectal adenocarcinoma KRASm*
3.   Hypopharyngeal cancer
4.   Breast cancer
5.   Mesothelioma
6.   Mesothelioma
7.   Colorectal adenocarcinoma
8.   Medullary thyroid cancer
9.   Liver metastasis from colorectal adenocarcinoma
10. Adenosquamous cervical carcinoma PIK3CA mutant†


























































































































PIK3CA mutation status: Not tested Not detected Detected
PFS (weeks)
Tissue
PTEN IHC staining
PIK3CA: Plasma central
PIK3CA: Tissue central
PIK3CA: Tissue local
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